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DETAILED ACTION 

The finality of the last Office action is withdrawn, and new grounds of rejection 
are set forth below. 

Formal Matters 

Claims 14, 19, 20, 25, 55, 56, 72, 75 and 93-120 are pending in the instant 
application. 

Upon further consideration the election of species requirement set forth in the 
office action dated 19 August 2008 is hereby withdrawn as the examination of two 
species is not an exhaustive burden. Claims 99-104 and 109-120 are hereby rejoined 
for examination of the merits. 

Claims 14, 19, 20, 25, 55, 56, 72, 75 and 93-120 are under examination in the 
instant office action. 

Information Disclosure Statement 

The information disclosure statements (IDS) submitted on 27 January 2009 and 
12 May 2009 were filed after the mailing date of the final Office action on 26 November 
2008. The submission is in compliance with the provisions of 37 CFR 1 .97. 
Accordingly, the information disclosure statements are being considered by the 
examiner. 



Response to Arguments 



Application/Control Number: 10/084,380 Page 3 

Art Unit: 1649 

Applicant's arguments, see pp. 2-6 of the pre-appeal brief request for review, filed 
19 February 2009, with respect to the rejection(s) of claim(s) 14, 19, 20, 25, 55, 56, 72, 
75, 93-98 and 105-108 under 35 U.S.C. 112, second paragraph have been fully 
considered and are persuasive. Therefore, the rejection has been withdrawn. 
However, upon further consideration, a new ground(s) of rejection is made as set forth 
below. 

Duplicate Claims Warning 

Applicant is advised that should claims 1 1 3-1 1 6 be found allowable, claims 1 1 7- 
120 will be objected to under 37 CFR 1 .75 as being a substantial duplicate thereof. 
When two claims in an application are duplicates or else are so close in content that 
they both cover the same thing, despite a slight difference in wording, it is proper after 
allowing one claim to object to the other as being a substantial duplicate of the allowed 
claim. See MPEP § 706.03(k). 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 14, 19, 20, 25, 55, 56, 93-98 and 105-108 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Becker et al. (EP 0 613 007, published 31 August 
1 994) and further in view of US 5,965,61 4 to Audia et al . (issued 1 2 October 1 999; 
effective priority date of 22 November 1996). 

EP 0 613 007 (Becker) teaches the use of conformationally-specific antibodies 
and antibody fragments which bind to amyloid 6 (Ap) peptides for the treatment of 
amyloid accumulation diseases, such as Alzheimer's disease. Some of these antibodies 
bind selectively with those AS peptides, which are predominantly in a (3-sheet 
conformation and some of the antibodies bind to A(3 peptides, which have adopted a 
random coil or a-helix conformation (col. 5, lines 42-50; col. 7, lines 49-52). Becker 
teaches that such antibodies would be useful in inhibiting the neurotoxicity associated 
with the accumulation of oligomeric AS in Alzheimer's disease (col.1 , lines 1 -1 8; col. 5, 
lines 27-41 ). Becker teaches antibodies that bind to dissociated (i.e., soluble AS, 
including AS 1-40) and those that bind to aggregated A(3, wherein administration of both 
types of antibodies is therapeutically effective in treating the neurotoxicity associated 
with Alzheimer's disease (col. 2, lines 38-50; col.5, lines 42-50; col. 7, lines 49-52), as in 
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claims 14 and 20. Becker teaches monoclonal antibodies, humanized antibodies, 
chimeric antibodies, antibody binding fragments (including Fab, F(ab')2and Fv 
fragments) and single-chain antibodies (col.5, line 50 -col. 6, line 12), as in claims 19, 
25, 55, 56, 93-98 and 105-108. It is noted that the active method steps of independent 
claims 14, 20 and 105 are essentially the same, i.e. said claims require contacting an 
A3 peptide with an exogenous free-end specific antibody in the cerebrospinal fluid 
(CSF) of an Alzheimer's patient. The contacting step in these claims are taught by 
Becker, since Becker teaches administration of the antibodies for therapeutic treatment 
of Alzheimer's disease patients, which would necessarily reach the cerebrospinal fluid 
of the patients (see e.g. col. 8, lines 16-42). That is, the active step recited in the claims 
is administering (in general) and does not require administration to the CSF. The claims 
are construed to encompass any route of administration, and since Becker teaches that 
the method is sufficient to treat Alzheimer's, the antibodies must reach the CSF. It is 
noted that the instant specification (see paragraphs [0010], [0043], and [0090]) indicates 
that the methods can include routes of administration other than directly to the CSF. 
Since the antibodies would necessarily reach the CSF and bind the A3 peptide therein, 
Becker inherently teaches a method of obtaining an amyloid 3-peptide-antibody 
complex which comprises forming a composition consisting essentially of: an A3 
antibody, cerebrospinal fluid and said A3 peptide, as in claims 93-98. 

Becker does not explicitly teach contacting in vivo soluble A3 in the cerebrospinal 
fluid of an Alzheimer's patient with an exogenous free-end specific antibody which is 
targeted to a free N-terminus or a free C-terminus of A3 1-40. However, Audia teaches 
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that the AS monoclonal antibody 3D6 binds specifically to residues 1-5 of AS and that 
said antibody does not recognize secreted amyloid precursor protein (APP) or full- 
length APP, but detects AS species with an amino terminal aspartic acid, i.e. at position 
1 of AS peptide (col.49, lines 21-24), as in claims 55, 56, 93-98 and 105-108. Audia's 
antibody is "free-end specific" as instantly claimed, since it does not bind to APP (see 
description at e.g. p. 8, lines 10-17 of the specification). Audia does not teach 
administration of the free end specific antibody for inhibiting accumulation and 
neurotoxicity associated with Alzheimer's disease. 

However, it would have been prima facie obvious to the artisan of ordinary skill in 
the art at the time the invention was made to arrive at the claimed invention by 
combining the disclosures of Becker and Audia. The skilled artisan would have been 
motivated to use the 3D6 antibody, i.e. which is a free-end specific antibody directed to 
the N-terminus of AS, in Becker's therapeutic methods because Audia teaches that said 
antibody is highly specific for AS and does not cross react with other closely related 
molecules, such as APP. That is, since Becker teaches that administration of any A3 
antibody would be useful to treat Alzheimer's disease and Audia teaches that the 3D6 
antibody specifically targets the art-recognized peptide involved in the neuropathology 
of said disease, it would be obvious to use Audia's antibody in Becker's therapeutic 
methods. Thus, the skilled artisan would have had a reasonable expectation of success 
that the 3D6 antibody would be successful in treating the neurotoxicity associated with 
Alzheimer's disease, since it specifically targets A3, which is associated with the 
neurotoxicity in Alzheimer's disease. 
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Claims 14, 19, 20, 25, 55, 56, 93-98 and 105-108 are rejected under 35 U.S.C. 
1 03(a) as being unpatentable over Becker et al. (EP 0 613 007, published 31 August 
1994), further in view of US 5,965,614 to Audia et al. (issued 12 October 1999; effective 
priority date of 22 November 1996) and as evidenced by Johnson-Wood et al. (PNAS, 
Feb. 1997, citation AO on IDS dated 03 June 2002). 

It is noted that the instant rejection is virtually identical to the rejection set forth 
above but with further motivation provided by the prior art. EP 0 613 007 (Becker) 
teaches as set forth above but does not explicitly teach contacting in vivo soluble AB in 
the cerebrospinal fluid of an Alzheimer's patient with an exogenous free-end specific 
antibody which is targeted to a free N-terminus or a free C-terminus of AB 1 -40. 
However, Audia teaches that the AB monoclonal antibody 3D6 binds specifically to 
residues 1-5 of AB and that said antibody does not recognize secreted amyloid 
precursor protein (APP) or full-length APP, but detects AB species with an amino 
terminal aspartic acid, i.e. at position 1 of AB peptide (col.49, lines 21-24), as in claims 
55, 56, 93-98 and 105-108. Audia's antibody is "free-end specific" as instantly claimed, 
since it does not bind to APP (see description at e.g. p. 8, lines 1 0-1 7 of the 
specification). Audia does not teach administration of the free end specific antibody for 
inhibiting accumulation and neurotoxicity associated with Alzheimer's disease. 

However, it would have been prima facie obvious to the artisan of ordinary skill in 
the art at the time the invention was made to arrive at the claimed invention by 
combining the disclosures of Becker and Audia. The skilled artisan would have been 
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motivated to use the 3D6 antibody, i.e. which is a free-end specific antibody directed to 
the N-terminus of AB, in Becker's therapeutic methods because Audia teaches that said 
antibody is highly specific for AB and does not cross react with other closely related 
molecules, such as APP. That is, since Becker teaches that administration of any AB 
antibody would be useful to treat Alzheimer's disease and Audia teaches that said 
antibody specifically targets the art-recognized peptide involved in the neuropathology 
of said disease, it would be obvious to use Audia's antibody in Becker's therapeutic 
methods. Furthermore, Johnson-Wood teaches that 3D6 is free-end specific (p. 1551 , 
first column, section on Abeta measurement), and that it binds to amyloid plaques very 
well (see Figure 4 and p. 1553, paragraph spanning the 2 columns). This guides the 
artisan of ordinary skill to select 3D6 based on its superior ability to bind the plaques 
known to be associated with Alzheimer's disease. Thus, the skilled artisan would have 
had a reasonable expectation of success that the 3D6 antibody would be successful in 
treating the neurotoxicity associated with Alzheimer's disease, since it specifically 
targets AB and blinds to AB plaques, which are associated with the neurotoxicity in 
Alzheimer's disease. 

Claims 14, 19, 20, 25, 72, 75, 99-104 and 109-120 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Becker et al. (EP 0 613 007, published 31 August 
1994) and further in view of Mak et al. (Polyclonals to beta-amyloid(1-42) identify most 
plaque and vascular deposits in Alzheimer cortex, but not striatum. Brain Res. 1994 Dec 
19;667(1):1 38-42). 
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As set forth above, Becker teaches the use of conformationally-specific 
antibodies and antibody fragments which bind to amyloid 8 (AB) peptides for the 
treatment of amyloid accumulation diseases, such as Alzheimer's disease. Some of 
these antibodies bind selectively with those AB peptides, which are predominantly in a 
B-sheet conformation and some of the antibodies bind to AB peptides, which have 
adopted a random coil or a-helix conformation (col. 5, lines 42-50; col. 7, lines 49-52). 
Becker teaches that such antibodies would be useful in inhibiting the neurotoxicity 
associated with the accumulation of oligomeric AB in Alzheimer's disease (col.1, lines 1- 
1 8; col. 5, lines 27-41 ). Becker teaches antibodies that bind to dissociated, (i.e., soluble 
AB, including AB 1-40) and those that bind to aggregated AB, wherein administration of 
both types of antibodies is therapeutically effective in treating the neurotoxicity 
associated with Alzheimer's disease (col.2, lines 38-50; col. 5, lines 42-50; col. 7, lines 
49-52), as in claims 14 and 20. Becker teaches monoclonal antibodies, humanized 
antibodies, chimeric antibodies, antibody binding fragments (including Fab, F(ab')2and 
Fv fragments) and single-chain antibodies (col. 5, line 50 - col. 6, line 12), as in claims 
19, 25, 99-104 and 109-120. It is noted that the active method steps of independent 
claims 14, 20, 109, 113 and 117 are essentially the same, i.e. said claims require 
contacting an AB peptide with an exogenous free-end specific antibody in the 
cerebrospinal fluid of an Alzheimer's patient. The contacting step in these claims are 
taught by Becker, since Becker teaches administration of the antibodies for therapeutic 
treatment of Alzheimer's disease patients, which would necessarily reach the 
cerebrospinal fluid of the patients (see e.g. col.8, lines 16-42). That is, the active step 
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recited in the claims is administering (in general) and does not require administration to 
the CSF. The claims are construed to encompass any route of administration, and 
since Becker teaches that the method is sufficient to treat Alzheimer's, the antibodies 
must reach the CSF. It is noted that the instant specification (see paragraphs [0010], 
[0043], and [0090]) indicates that the methods can include routes of administration other 
than directly to the CSF. Since the antibodies would necessarily reach the CSF and 
bind the AS peptide therein, Becker inherently teaches a method of obtaining an 
amyloid 6-peptide-antibody complex which comprises forming a composition consisting 
essentially of: an Ap antibody, cerebrospinal fluid and said AS peptide, as in claims 99- 
104. 

Becker does not explicitly teach contacting in vivo soluble AB in the cerebrospinal 
fluid of an Alzheimer's patient with an exogenous free-end specific antibody which is 
targeted to a free C-terminus of AB 1-40, as in claims 72, 75, 99-104 and 109-120. 
However, Mak teaches that polyclonal antibodies to AB 34-40 bind to AB 1-40 but not do 
not bind to AB 1-42 (see p. 138, abstract and second paragraph). Since the antibodies 
do not bind to a longer form of Ap (Ap 1 -42), the antibodies would not bind to APP 
either since APP contains Ap 1-42. It is noted that Mak teaches that the antibody "was 
predominantly reactive against P40 and was specific for P40 after absorption on P42" (p. 
138, 2 nd paragraph). It would be obvious to the artisan to perform the same method 
steps for purification of the antibody and use said antibody after it has been purified (as 
in the cited portion of Mak's disclosure). This would result in an antibody that is more 
specifically targeted to the Ap 1-40 peptide, which Mak teaches is involved in disease 
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pathology. Mak does not teach administration of the free end specific antibody for 
inhibiting accumulation and neurotoxicity associated with Alzheimer's disease. 

However, it would have been prima facie obvious to the artisan of ordinary skill in 
the art at the time the invention was made to arrive at the claimed invention by 
combining the disclosures of Becker and Mak. The skilled artisan would have been 
motivated to use the antibodies to AB 34-40, i.e. which is a free end-specific antibody 
directed to the C-terminus of A3 1-40, in Becker's therapeutic methods. This is because 
Mak teaches that said antibodies are highly specific for AB 1 -40, that this peptide is 
involved in the neuropathology of Alzheimer's disease, and that this peptide is the major 
species present in the CSF of Alzheimer's disease patients (see p. 138, first paragraph). 
Moreover, given that Becker teaches monoclonal antibodies and other chimeric 
antibodies, it would be obvious for the artisan of ordinary skill to generate a monoclonal 
antibody from Mak's polyclonals. Thus, the artisan would have had a reasonable 
expectation of success that the antibodies to AB 34-40 would be successful in treating 
the neurotoxicity associated with Alzheimer's disease. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gregory S. Emch whose telephone number is (571) 
272-8149. The examiner can normally be reached 9:00 am - 5:30 pm EST (M-F). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey J. Stucker can be reached at (571) 272-091 1 . The fax phone 
number for the organization where this application or proceeding is assigned is (571) 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
/G.E./ 

Gregory S. Emch 
Patent Examiner 
Art Unit 1649 
21 May 2009 

/Daniel E. Kolker/ 

Primary Examiner, Art Unit 1649 

May 22, 2009 



